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= (54) TWe: MEDICINAL COMPOSITION 

^ (54) i6BBa)««i: ESiffl^iKa 
On 

^ (57) Abstract: A medicinal composition which comprises either 7-[2-(3.5-dichloro-4-pyridyl)-l-oxoethyl]-4-methoxyspiro[1.3- 
benzodioxol-2, 1 '-cyclopentane] or a pharmacologically acceptable salt thereof and a steroid agent; and a therapeutic and/or preventive 
agent for lung diseases which comprises either 7- [2-(3, 5 -dichloro-4-pyridyl)-l-oxoethyl]^-methoxyspiro[ 1,3 -benzodioxol-2, T-cy- 

2S clopentane] or a pharmacologically acceptable salt thereof and a steroid agent and is used in such a manner that the two components 
are administered either simultaneously or separately at an interval. 

O (57) 7- [2- (3. P P-A-t 'J i^^U) - 1 V X5^;U] -4-> h*i/-X tf P [1, 3-/<>y 

i^;t-+v~;i.-2, v-v^7PK>^i>] *fcii^<Disis^Mici*§$*t*ffli:x^p>r K^it^^^-rSElliafiE 

7^ [2- (3. 5-v^7PP-4-fcfUi;;U) -i-:;l- + vx5^;u] -4-> h^i^-x tf P [1. 3-K>yi;;J-^ 

1^ $ai^Tgij>!?ica^r«fcto(OB*«s<Dj&«fc^<fe^;/*fcf4^i»«3S^ 



wo 2004/087149 



PCT/JP2004/004623 



BM m # 



:^mmit^ I VPl^^J (PDE-I VPl^^J) t:^y'U^ K 
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3 2 1 2 7^) o 
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(4) :^5^D-r K^JA^s ri/K-^DX p<^;i/n/ h-:::yD>. 7°l/F-^/>s 

(5) copDs M^Hx wmm-^^. m^^mmm^mw^ 
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OCH3 
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CIs 



CI 
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(I) 



r^m^fl^l- [2- (3, 5 -e^^DD-4-t!Ui^;i/) - l-:t^V:i:-^)]/l - 

tlT-fe^ (8) fB^cz):^^/ ho 
(10) (a)^(I) 
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4-p< b:3E^i/-y^l^n [1, 3 -^>\/S^:t^V— 2 , 1' -S^^D^>^>] 

(11) y^7"D>r K^Jd^s K— V^DX pf.^ji/y'u h-\/D>s h-^/>^ 

m-v^^ (1 0) tBig®l*^llcDm:feJ;t>V*fe{i^l55ffi^^^ ho 
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(12) mmmifi. copDs m^Mm^^is ardSs alis bsMs 

•^^^ (1.0) (1 1) IB«®l$J^a®^&j^:j3J:tJfXSfei±^B&ffl^^y ho 

ifi^-^^niJ'^muMmm-^^^ (i o) ^rzi± (i i) mm(Dmmm(Dmm:isx 

(14) mmm^. copD-^fes (lo) t.tzi± (ii) mmommMcDmm:^ 

(15) X7^n-r K^J^l^l^$^^^fc^i^F^^sv^TS!J^^:I^g#■r^fci^>©^ d) 

0CH3' 



(I) 

-em.^fl^7- [2- (3, 5-S^^PD-4-fc:';i?;i/) -i-:^=^vj:^ 

-4-^ hdpi/-::^t:D [1, 3 -^>\/s^;t^v— ;v- 2 , l' -^>^ti^> 
(16) :^7:D'r K^J*5^ h*:=:\/D>. h--vrn>s yi^ 

i^-^^^S (1 5) mm(D7- [2- (3, 5-$^t57pp-4-l^US^;V) -l-:*"^- 

va:5^;i/] -4-^ h^i^-;^t:p [i, 3 -^>\>s^:t^v— 2 , i' -e^^ 

(1 7) J^T^P-f K^Jhl§I^«c^fe(i^^^m>TS'J'^?Jc:tg#t-.^fci6<D^ (I) 
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i^-r-feS (1 7) f3«©g^ilEfigtlo 
(19) (a)^(I) 

OCHa 

CcX3 
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(I) 

t^m^n^l- [2- (3, 5-i^^DP-4-tf Ui^;^) - 1 -:t=3pV3^5^;V] - 
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■c-fes (19) ^fey: (2 0) tEm(Dmmm<Dmm:^^v^/^tci±'¥'m:&mo 

i?^^^mib^^M\tti^mBt:^^ (1 9) Sfcii (2 0) lB«S®J}$j^M®$^5!t:fe d: 
(2 3) JitJ^^ASs C0PD-e2g>^ (19) ^feJi (2 0) fB«®ll*I^S®?&3m43 

(2.4) (1) (2) mm(Dmmmmm^n-^T^^t^i^m:iir^mmm 
(2 5) mmmnfi. copD^ i*mMs ^^nm^0i^ ardSs ALI^ Bsm> 

T-$>s (2 4) tm(DmmB(D^m:^^'u^/^tci±^miomo 

(2 7) wjgiMA^s copD-e^^ (2 4) mm(Dmmm(Df^m:^^v'X^rzi±^ 

(2 8) J3$j^mcDt^SK:feJ:yf/*fe{*^l55^J®^3lg®fe«)® (1) ^tzi± (2) IB 
(a) :feJ;yf (b) ®^^fflo 

(2 9) coPD. mmR. m&Mm^i^. ardSs ali. 

-V^^ (2 8) IBm®^fflo 

y?)^e);&i)||*^^^iiti^^M-^$>^ (2 8) $^m(Dm.FQo 
(3 1) J!*i^*tASs COPDT-afei) (2 8) l3«gcD^^o 
JilTs S; ( I ) 
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(I) 

T-^^nsT- [2- (3, 5-s^^DD-4-trus^;i/) - 1 -::^:3S^V - 

-fb^ (I) ^V^^o 

<b-^ti (I) (Dmm^mi^$^n^ti^mmumih\.ri±. i^mu. mmm. m^itTk 

^■^miDlt. wo 9 6/3 6 6 2 4izWM(D:^^lzX^^M-t^^tifiX'^^o 
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^ (A) ■e^^tb^T'P \i=i^Ju> (prednisolone )^ 

(B) Ta^tt^^5^;i/n^K-yp> 

(m e t h y 1 p r e d n i s o 1 o n e )s 
^ (C) T^^tt^ U K-^^D>:^ h ue^A 

(prednisolone sodium phosphate^ 

^ (D) T^^tta0^pi^;i/n/ h*-^/D> 

(prednisolone acetate )s 

sS; (E) "e^^ns:3>^\^^^^^;v:rvh':=:yD> 
(prednisolone succinate) 
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^ (F) ■^^^tL^rDtr5t>^:7;i/^>f7y> 
(fluticasone propinate)x. 

^ (G) -^^^n^rn t*:^>^^^D^^\/> 
(beclometasone diproplonate)N 

^ (H) •^mi^ti^yy'V=-\' (bude s onideX 

^ ( J ) T-^^n^ V UK (flunisolide)s 

^5; (K) -^m^fi^y^>i^J^^->^'^^^^^> 
(mometasone furoateX 
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^ (L) -V^^th^BM^ > (cortisone acetate X 

(M) T*^^tL^ t Kdzi;V5^^/> (hydrocort isoneX 
^ (N) -e^^ttS^^'N^^t 
(hydrocortisone succinate )^ 

^ (o) -e^^tb^®^^^;!/ 

(fludrocortisone acetate) fj^lfCD^Jl^^J^M^ 
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^ (P) "C^^ti^T^^I^'p^ (d e X ame t ha z o neX 

^ (Q) •7:m:^fi^y'vn\^:t>my=^'^:!<^^J> 

(d ex ame t ha z one propionate)v 
^ (R) •^m^m')>my'^'\^^^'J>i-hV^A 

(d e X ame t ha z o n e sodium phosphate )s 

^ (s) •^m^m^v^^^>M^^-^^^'^> 

(d ex ame t ha z one palmitate) f3:}^<D^^'^)-^ 




(R) (S) 



jS; (T) -^M^ti^^^ ?^^^Jy (betametasoneK 

^ (u) -^m^Mi^y^^^y^^M^^^^'jy 

(betametasone dipropionate) ^cM^^J'^ ^ 

^ (V) -e^^tiS h UTAi/y D> (t r i ame i no 1 o ne)s 
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^ (W) '^m^n^hVTAi/J.tiyr'th-l^ 
(triamcinolone acetonideK 

(X) r-m^ti^mW-^^^^^Jy 

(parametasone acetate )n 
^ (Y) "^^^tiSri/ (prednisoneX 
WW^^yy |?>(halopr.edone acetate) i3^^ifi^lf^ti^ W 




M) i^iti±^ti^(D7kmmt\^xwm'r^!it%^^ffi< :i^mM(Dmmm^m. m 
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5o ^fcs iltie>y^7^D-r K^Jicii. l-o^tcit^fiiiX±<D^^m.m^h^ifi^^V^ 
J;DM#:3^f-(iC0PD. mum. IMtt^^^^s ARBS. AL Is n^Bs % 

i^mM(DmMfm.m. ^r::immm(Dt^m^ ^xjpy^tcit^mmxi^m ^ n^-m^ 

CT7t:E^^-m{±*c);VN*s. 1/5 0 Gb^tJ (I) Sfeii^o^ 

a#:65fci^^^n^J^/^7^Di' h'^J) -5 0 0 0 0/1. «^Sb<{±l/3 0~ 
1 0 0 0 0/ls J;D»*b<ttl/2 0~5 0 0 0/ls ^ e> lc:^?S b < J* 1 / 
1 0—1 0 0 0/lCD^®jt"^^^o 

^o^s#e^icfF^^ns^^#^-rsmi^^i:s (b) j^^^o-f K^j^^;fr^ 
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^tiS^mnft^^iKAll, (MD I ) ^ )|&5KiKA^«cif:i:m^'^to-frSc::^*)T*^s ± 
^mm.^^'y^ ^^'^'^—WlX^ (MDPI) h{c:^*tbi)o 

^^t>'^ h bXs $f ^ b < 2 ^iiJ.±(Dmm^m^'^i:>'^x^-^-r^ ^itizx^ mm 
mmm i kss^^h^ ( t n f ) -a m^nmrnm 

y^^'f K (LPS ; ^. CO J i 0 5 5 S3^5 : B 5> 1 0 0 0/zg/mL) i^^E 
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m^T^o ^m^h-^m^Mmmyo rpmi i e 4 o®:^p<^;i/::^;v5fc^ex k 
(DMso) m. (DMso-RPMi^g) Ki^^^u L p s j:iii^»in-rs (um. 

ttiM^ (%) = — X 1 0 0 

— ' yTJ]^y:nni^— (Pulmonary 
Pharmaco l.ogyX 8 3 - 8 9 ^— ( 1 9 9 5 ^)] fc^PCTtro 

^ ^y h,{±^^ 19-25-0. M?3 0-70%. 1012 ^^fi^BJ (4^tu 7 

.-fb^i^ (I) Imgi^MhmM (DVMttM) 5mgA^e>«i:SM^J (fb-^tl ' 
(I) -%mm:M) ^#MU 0.12 5MS/^S%^D:aE^-y->}x*-;i/7K^^lS Criy 
: gM^=l^s TXe7ai;i/1±^) izih^m ( I ) ©iiJ^d^ 1 5 0/ugXmL i:^ 

0.12 5as/^«%5^n:aFlt>i^-;i/7K^^St3?Li^43<fctJf:^5^V-K(S^e^-T^^ 
<^^tb^ttCD^iJit*5 7 5 0/zg/mLj3J;tJf5 0 g/mL 13:^!;^ .a:^ t:M«g-r§ 
iiti::<J;t)>^7^V-F^S#MM^S<&iiMbfeo ^e>fcs 0. 1 2 5««/^S%^ 
.Ddp-tJ-^-;V7j<^^Sti>^7=^V- h'*5 J:Wb-^#J ( I ) (D^fi'etKDm&i^ 5 0 A gX 
mL*5J;tJ«l 5 0Atg/mLi::feSJ;a{3s ':^y'V=-}':3SXV^±t^'Cmmvrcih^ 
(I) -?L)^M^J<&M«S^"li:N #ffl^S-^ffl^«^^^i^bfeo ^fes 0. 12 5« 
m/^m%^^ :3ri^:^— ;i/7jc^?tl3|LII^ 7.5m g/mL 2i ^fe ^ ck -5 bfc 
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2 0 omg m^mm^m ^^m^^mimh izKmmmjimnm) tii^^bfc*) 

ImLj^T^-^bife^s /gHI^^MM^rio. 5mL ( 2 x 1 0 ^ °f@/ 1 mL 
1 4B^i^y'y>^'^y^^^>^'^~- (30x50x30cm) |*ilc:^y h^AtK 1 

mmiXmM%ovA<DSEm-Mm^^io^m. m.^^m^^y'^-f^r- u^u^^m 

^5fc#u mm-Mmm^WL (balf) ^t#feo 
:^*5<tt>*^g^4'^©«m§^;tT^n^n®its^^^mbfeo«^^^i&:fe«tt^ 

^{i|ie«m{^^tl^n®»®«^Jt^5&#(t-^fc'-frT#m bfeo B A L F 4^ 
th#bfeo 

iff^]^ifc®iiiSiJ^ (%) = X 1 0 0 

*^i!«©3iPS'J^ (%) = X 1 0 0 
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^b-^ (I) :^7=v=h- 




(ioVbalf) 


(%) 






5 


0.02±0.01 




mm 




5 


0.54±0.22 




ib-^ (I) . 


30 - 


5 


0.26±0.08 


64 




- 10 


5 


0.26+0.06 


54 




30 10 


4 


0.16 ±0.08 


73 






-fb-^fe (I) :^7^v-b- 




(10«/BALF) 


. (%) 



-fb-^^ (I) 



30 



30 



10 
10 



5 
5 
5 
5 
4 



0.11±0.05 
2.34±0.55 
2.28±0.27 
2.50±0.31 
1.58±0.52 



3 
N.E. 
34 



*: N.E. b 

JnJi^Sfc .t D s B A L F it'6D^^^i5c}i^a:ftm^SPt:*5lt S B A L F ^(Dmm. 
«ife®2 7ig^-t!tiSPb:^o -fb^^ (I) (3 0/zg/E) *5J;t>*^7=V-b' 

-^s IrCii^SicJ^^). BALF4'CD$f4'£mii^S:^mM#^c:*5(t^BALF 
1430)^9^^^^(2)2 l{§^-CiiJDbfeo <b-^ (I) (3 0/zg/E5) *5 J;t>*>^7^V- 
K (1 O/Wg/E) <^^n^tl#^l!^S#bT*)s BALFpfCD^^'+'^l^ilJJ^JiSS^^ 

;V . zn^y^^U^ ViJ';!/ • T^— S^— (Clin. Exp. Al l.X 3 2#s 
1 6 (2 0 0 2^)]. llSJt:^3J;t>•M^^«m®0^^c::j3V^T(i^ J3*«a^^© 
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Vijy ' L/tr^.— • ' U;^tr^ > U — • S^^X (Am. Rev. 
Respir.Dis.)s 1 4 0^^ 1 5 2 ( 1 9 8 9^) ; T?^ 

(Am. J.Respir. Grit. Care Med. )s 1 5 3#s 5 3 0^ 
—i> (1 9 9 6#) ; Tp< U:3f7> • • • U:7.\f^ - 7'>K • ^ 

U T^'f pb;!/ • • j'iT^'f (Am. J. Respir. Grit. Gare 
Med. ) . 15 8#s 1 2 7 (1 9 9 8#) ] o 

> (Am. J.Respir. Grit. Gare Med.X 15 7#s S 1.^— 
$^ (1 9 9 8^)]o 

ncD^&^^^^^wrs cka {3Mmbfe*>cDT^ti(^s bT.T-^itm©M^ij 
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70>-lis 7D>-12s 7n>-21s 7P>-22x :7D>-113^ :7d 
>-114s 7D>- 12 3s :7D>- 1 4 2 Cs 7D>-134as :7D>- 
2 2 7s yuy-CZ 1 8s 1,1,1 , 2-7^ h^:7;v;rnj::^>^2;r(D7D>i^'fb-^ 

CTs =&a®#5^^Js mmm^ Ms ±iB-C'^J^bfe®?l^^Js I^^^Js t^^R 
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Y^^. ^A-A^fcb^ ^ti^tiO. 0 1 - 1 0 0 Omg 
0. 0 1~1 0 0 Omgs ^*b<{iO. 0 5~3 0 Omgi: 0 . l~3 0 0mgs 
^ e> Kl^jf * b < i± 0 . 5'-2 0 0mg^0. 5-'2 0 0mgs ai#— H— b^ 

lOOmgJiO. 0 1 — 1 0 0 Omgs ^!f*b<{i5//g~3 OmghO. 05 — 

1 0 Omgs ^ l::^?* b < 1 0>ag—2 Omgi:0. 1~1 Omgs Mit— H— 

4^ Hi ^ mMT ^fr.^(Dm^ (pmm 
mmm i : m.m (-fb^ti ( i ) ) 
it^fccfcDs ^(Dmmis'^tii^m.M^^m^-r^o ^t^^ ci) 4 0g. 

2 8 6. sg^^umnmm'^eog^m^hs :inic\i\iu^->-:ru\^jv-^)vu- 

»ib#T^fflMi:t-^o ctildXT^TU ^^-^^^^S^-^A 1. 2g<^jp 
^ t^g-^bx ^ 8 mmCDfr ^ % o fc*T^^ (^7jc%t^R T - 1 5 M) T'fT^^fro T s 
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(I) 2 0 mg 

WiM 1 4 3. 4 mg 

m^mmm .30 mg 

h h'D:aeSyrD t.°;Hz;i/D— ;^ 6 mg 

7.^T^):^m^^:^'^t/^2x ■ 0. 6 mg 

2 0 0 mg 

2 8 6. 8g:fe<ktJ«M#^^M3|06,Og^S'^U :Lfi\iZ.\iYu^i/-7'Xi\:^)]y^L)\yX2- 

x-rm-^U ^8mmCDfr^*)-:5fe?T^^ (^7icttMRT- 1 5M) T•^T^<&^ToT^ 
(l^fefcD^S44^^2 Omg^^Wr^) ^^#§o 
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